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The following is given to you to tell you aboutthis research study. Please read this form with care and 
ask any questions you may have about this study. Your questions will be answered. Also, you will be 
given a copy of this consent form. 

What is the purpose of this study? 

You are being asked to take part in this research study because you have been diagnosed with early 
stage operable breast cancer and have a body mass index (BMI ) of 30 or more. The type of cancer you 
have has special proteins on it, called estrogen receptors (ER), that allow it to gro w when exposed to 
estrogen. The purpose of this study is to learn if the combination of a 2 week ketogenic{low calorie, low 
carbohydrate) diet in combination with letrozole{Femara") can help slow the growth of tumors. The 
hope isthat the ketogenicdietwill normalize abnormally high insulin levels that in turn will slow the 
growth of cancer eel Is. Letrozole ( Femara") is currently approved by the U.S. Food and Drug 
Administration {FDA) for the treatment of breast cancer and is a type of drug called an aromatase 
inhibitor {Al). We plan to enroll 36 participants at Vanderbi It in this study. 

How the Study Drugs are Given? 

If you agree to joint in this study, you may get eitherletrozole alone, or letrozole plus a diet that is 
lower in calories and lower in carbohydrates than a typical diet. 
If the screeningtestsshowyou can be in the study, then you will be asked to return to the cancer clinic 
for yourfirstvisit. A computer will decide whether you will go into the diet plus letrozolegroup or the 
letrozole o nly control group. This process is called "randomization," likeflipping a coin to decide on a 
group. You and your doctor will be told which treatment you are assigned. For every 2 patients in the 
diet plus letrozolegroup, one patient will go to the letrozole only group. 
You wil I be given a prescription for letrozole after screening assessments are completed and you are 
eligible to be in this protocol. 

Side effects and risks that you can expect if you take part in this study: 

Letrozole Risks 
Common side effects you might have from Letrozol e include: 

• Joint pain
• Hot flashes/Flushing
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Letrozole is a standardtreatmentforyourtype of breast cancer, whether or not you participate in this 
study. You should discuss with your doctor if you have any other possible side effects while taking 
letrozole. Letrozole side effects can be reversed, if they occur, when you stop taki ngthe drug. 

Diet Risks 
If you are randomized to the diet arm of this study, you will start a diet that is lower in calories and 
lower in carbohydrates than a typical diet. The side effects you may experience on this diet in clude: 

• Hunger
• Dizziness
• Drymouth
• Headache
• Bad breath
• Fatigue
• Weakness
• Muscle cramps
• Constipation
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Hunger is usually most severe the first 2-3 days of the diet. Dizziness and weakness can be helped by 
drinking more fluids and sometimes more salt intake. Muscle cramps can be helped by replacing 
minerals (potassium or magnesium). You will be monitored during the dietforthese side effects andfor 
the level of electrolytes in your body. 

Biopsy Risks (if performed) 
If you do not proceed with surgery for your breast cancer at the end of the study (this would be 
unusual), your study doctor may ask if you would be willingto undergo a breast biopsy. Your study 
doctor an d the biopsy doctorwil I explain the procedure to you befo re it is performed. Biopsy risks can 
include: 
• Pain and discomfort. The amount of pain an d discomfort will vary, depending on the location of the

biopsy site.
• Minorbleedingatthebiopsysite.
• Tenderness at the biopsy site.
• Scarring at the biopsy site.
• Rarely, an inf ection at the biopsy site.
• You may receive an injection of lidocaine to numb the area of the biopsy site. Lidocaine ,  a numbing

drug, may burn or cause a rash, redness , orsorenesswhereyou get the shot . There is a risk that this
drug may cause problems with heart rhythm.
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• Uncommonly, complications from biopsies can be life threatening. As with any interventional
procedure, other potentially serious complications from bleeding or organ damage may occur.
These might require additional surgical intervention.

Risks that are not known: 
Because this treatment is investigational, meaning not sta ndard of care, there may be risks that we do 
not know about at this time. 

Good effects that might result from this study: 
The benefits to science and humankind that might result from this study: 
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This research may contribute to understanding of cancer and its treatment and may eventually lead to 
improvements in treatment. This research may also help to increase our understanding of how obesity 
affects breast cancers . 

There may or may not be a directbenefit toyou as a result of your participation in this study. You may 
lose a little bit of body weight during the course of the study. There may be other treatment options 
that are avai I able to you, including receiving standard therapies. You should speak to your doctor about 
all of your treatment options priorto decidi ngto participate in this study. 

You do not have to be in this research study. You may choose not to be in this study and get other 
treatments without changing your healthcare, services, or other rights. You can stop being in this study 
at any time. If we learn something new that may affect the risks or benefits of this study, you will be 
told so that you can decide whether or not you still want to be in this study. Your medical record will 
contain a note sayi ng you are in a research study and may contain some research information about 
you. Anyone you authorize to receive your medical record will also get thi s information. 

Procedures to be followed: 

Many of the procedures listed below are part of your routine care. Any tests or procedures that are not 
considered part of your routine care will have 'research only' written next to it. If you give your consent 
to be in this study by signing this form, you will have tests and procedures (called "screening") done. 

SCREENING: 
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Before treatment starts, you will undergo a screening process. Most of this screening process is d one on 
all cancer patients whether or not they are ta king part in a study. After you have signed this consent, the 
screening tests listed below will be done within 60 days of your first study day. 

• 
• 

• 
• 

• 

• 

• 

Your demographics (forexample, age, race, andgender)will be re viewed 
Complete medical history, including any problems you may be having and a list of all 
medicati ons you are taking (including prescriptions, ove rthe counter medications, herbal 
medications, and vitamins) 
Complete physical exam 
Vital signs (height , weight , calculation of Body Mass Index (BMI), temperature, blood pressure, 
pulse, breathing rate, and oxygen levels in yourblood) 
Blood will be drawn (about 1 teaspoon)to check your current health status , if you have n ot 
al ready had blood tests performed within 120days prior to starti ngthe study (research only)

o We may also need to check h ormone I eve ls to mak e  sure you are post -menopausal (i.e.,
you have "gone through the menstrual changes") ( research only)

Your study doctor will provide you with a prescription for Letrozole, the standard of care drug 
for yourcancer treatment 
Request a section of your tissuefrom your previously collected breast biopsy (research only)

If you qualifyforthe study , you will be randomized to one of two groups: one group will receive 
letrozole alone. The other group will receive letrozole and willstart the study diet. There is a 2 to 1 
chance that you will be randomized to the diet group. 

ON-STUDY VISIT- DIET INTERVENTION GROUP: 
If you meet all of the scre ening requirements, you wi II return to the study cl inic for your On-Study Visit 
During this visit ,  you can expect the following procedures to be done: 

• Review of medical history and medications since screening (research only)
• Physical exam (including vital signs, w eight, and height) (research only)
• You will take 2.5 mg of letrozole by mouth at the same time everyday for the duration of the

study.
• Fasting blood w ork (about 1 teaspoon) will be drawn t o  check your health (research only)
• Wai st measure men ts ( research only)
• Fasting blood work (about3 teaspoons) will be drawn to measure additional health factors like

your blood sugar, cholesterol and insulin I evels ( research only)
• Uri nalysis ( research only)

• Perceived StressScale (research only)
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• PROMIS-29Questionnaire (research only)
• You will start using the meal replacement shakes, which you will use t o  substitute for your

regula r dietfor the duration of the study. You will be allowed to consume4-5shakes per day,
and may eat plain non-starchy vegetables for the desire to chew. You wil I also be instructed
to consume a regular lean protein plus ve ge tables meal for each day. You will be given the
option to meet with a registered dietitian i n  person, via telehealth or by telephone or
message through your patient portal at or within a few days of youron-study vi sit to help plan
these meals ( research only)
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• You will be given an intake diary which should be completed daily for the duration of the study
(research only)

WEEKS 1 & 2- DIET INTERVENTION GROUP: 
• Complete medica l history, including any problems you may be having and a list of all

medications you are taking (including prescriptions, over the counter medications, herbal
medications, and vitamins) (research only)

• Limited physical exam including vital signs, weight,and BMI (research only)
• Review of adverse even ts and/orsideeffects (research only)
• Fasting blood work (about 1 teaspoons) will be drawn to check your health (research only)

• Waist measurements(Week2) (research only)
• Fasting blood work (about 3teaspoons) will be drawn to check other health factors like your

blood sugar, cholesterol a nd insulin levels (research only)
• During the intake diary review you will be asked about your experiences so far with letrozole

and the meal replacement beverage (research only)

• Weight and BMI (research only)
• Urinalysis (researchonly)
• Questionnaires to see if you are experiencing anystressors or other problems from the diet

(research only)

• A visit with a registered dietitian in person, via telehealth, or by telephone or patient portal
message wil I be offered during or after your week 1 study visit (research only)

ON-STUDY VISIT- LETROZOLE ONLY GROUP: 
If you meet all of the sc reening requirements, you will return to the studyclinicforyourOn-StudyVisit. 
During this visit, you can expect the following procedures to be d one: 

• Review of medical history and medications since screening ( research only)

• Physical exam (including vital signs, weight, and height) (research only)
• You will take 2.5 mg of letrozole by mouth atthe same time everyday for the duration of the

study ( unti I the day priorto your surgery).
• Fasting blood work (about 1 teaspoon) will be drawn to check your health (research only)
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• Waistmeasu rements(researchonly)
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• Fasting blood work (about3 teaspoons) will be draw n to measure additional health factors like 
your blood sugar, cholesterol and insulin I eve ls ( research only)

• Urinalysis (research only)

WEEK 2- LETROZOLE ONLY GROUP: 
You will be asked to return to the clinicjust to obtain blood tests, if possible the day prior to your 
surgery. 

• Fasting blood work (about 3teaspoons) will be drawn to check other health factors like your
blood sugar, cholesterol and insulin levels (research only)

FOLLOW-UP: 
Safety Fol low-Up: 
If possible, this vi sit may occur at the same ti me as your regu I arl y scheduled post-operative fol low-up 
visit. 

• Review of adverse events and/orside effects
• Blood may be drawn if the physician determines it is clinically necessary
• Review of a dverse events and/or side effects (you will be followed for upto 30 days following

your last dose of letrozole and/or meal replacement)

INSTRUCTIONS WHILE CONSUMINGTHE MEAL REPLACEMENT BEVERAGE: 
• You will be given an intake diary which should be completed everyday you are on the study.

You wil I bri ngthis diary with you to all study visits so thatthe study team can review it.
• You will be asked not to consume any otherbeveragescontainingcalories besides the shakes.

Diet sodas, coffee, and tea wil I be permitted. You may use calorie-f ree sweeteners and a I imited
(Less than 1 tsp/cup) amount of milk or cream in coffee . Sweet tea, ene rgy drinks, milk, and
alcohol icbeverages wil I not be permitted.

• You wi 11 be asked to write down daily, in your intake diary, how many shakes you had, al I food
and drinks you had, and if you took yourdaily Letrozole.

LONG TERM FOLLOW-UP: 
You will be followed for health status and BMI for 1 yeara ftersurgeryat approximately3-6month 
intervals. If you are unable to return to Vanderbiltforfollow-upvisits, the study team ma y review your 
medical chart, contact outside facilities, orcontactyou by phone or email in order to obtain survival 
status. At each follow-up, the following will be documented: 
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• Review of diseasestatus
• Weight
• Health status

Payments for your time spenttaking part in this study or expenses: 
You will not be paid to participate in this study. 

Costs to you if you take part in this study: 

If you agree to take part in this research study, you and/oryour insurance will not have to pay for the 
tests and treatments that are being done only for research. However, you are still responsible for 
paying for the usual care you would normally receive for the treatment of your illness. This includes 
treatments and tests you would need even if you were not in this study. These costs will be billed to you 
and/ oryouri nsurance. 

You have the right to ask what it may cost you to take part in this study. If you would like assistance, 
financial counseling is available through the Vanderbi It Financial Assistance Program. The study staff 
can help you contact this program. You have the right to contact your insurance company to discuss the 
costs of your routine care (non-research) further before choosing to be in the study. You may choose 
not to be in this study if your insurance does not pay for your routine care (non-research) costs and your 
doctor will discuss othertreatment plans with you. 

Payment in case you are injured because of this research study:

If it is determined byVanderbilt and the lnvestigatorthatan injury occurred as a direct result of the 
tests or treatments that are done for research, then you and/oryour insurance will not have to pay for 
the cost of immediate medical care provided atVanderbilt totreat the injury. 

There are no plans for Vanderbi lt to pay for any injury caused by the usual care you would normally 
receive fortreatingyour illness or the costs of any additional care. There are no plans forVanderbilt to 
give you moneyforthe injury. 

Who to call for any questions or in case you are injured: 
If you should have any questions aboutthis research study or if you feel you have been hurt by being a 
part of this study, please feel free to contact Brent Rexer, MD, PhD at . If you cannot 
reach the research staff, please page the study doctor at 
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For additional information about giving consentoryour rights as a person in this study, to discuss 
problems, concerns, and questions, or to offer input, pleasefeelfree to call the VUMC Institutional 
Review Board Office at (615) 322-2918 or toll free at {866) 224-8273. 

Reasons why the study doctor may take you out of th is study: 
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The study doctor, sponsor, or regulatory authority (FDA, Institutional Review Board, etc.) may choose to 
end your participation in this study without your consent. This could happen for reasons such as: 

• The study doctorfeels it is not in your best interest tocontinue in the study
• You fai I to fol low the study doctor's instructions
• You experience an adverse reaction that requires other medical treatment
• You become pregnant, or
• The sponsor, or the FDA or other regulatory authority stops the study for any reason

If you are removed from the study, the reason will be explained to you. 

What will happen if you decide to stop being in this study? 
If you decide to stop being part of the study, you should tell your study doctor. Deciding to not be part 
of the study wi II not change your regular medical care in any way. 

Clinical Trials Registry: 

A description of this clinical trial will be available on www.clinicaltrials.gov, as required by U.S. Law. This 
website will not include information that can identify you. At most, the website will include a summary 
of the results. You can search this Web site at anytime. 

Confidentiality: 

Al I efforts, within reason, will be made to keep your personal information in your research record 
confidential but total confidentiality cannot be guaranteed. Your information and samples wi II be given 
a unique code instead of your name to help protect your identity. Dr. Rex er, his staff at Vanderbi It and 
other authorized peoplewi II be the only people who know your personal information. Results of this 
study may be presented in meetings orin publications. Your identity will not be released in those 
presentations. Your study records will be secured in the clinical trials office. Your research data will be 
kept for an unknown period of time. Your tissue and blood samples will be kept in locked storage and 
may be used or stored indefinitely from the end of the study. Any samples that are not needed wil I be 
destroyed. 
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Vanderbilt may share your information, without identifiers, to others or use it for other research 
projects not listed in this form. Vanderbilt, Dr. Rexerand his staff will comply with any and all laws 
regarding the privacy of such informatio n. There are no plans to pay you for the use or transfer of this 
de-identified information. 

Privacy: 
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Any samples and information about you may be made available to others to use for research. To protect 
your privacy, we will not release your name. You will not receive any benefit as a result of the tests done 
on your samples. These tests may help us or other researchers learn more about the causes, risks, 
treatments, or how to prevent this and other health problems. 

Study Results: 
Results of your treatment wil I be shared with you by your study doctor. Results of this study may be 
presented in meetings or in publications. A summary of results will be available on 
www.clinicaltrials.gov, as required by U.S. Law. 

Authorization to Use/Disclose Protected Health Information 
What information is being collected, used, or shared? 
To do this research, we will need to collect, use, and share your private health information. By signing 
this document, you agree that your health care providers (including both Vanderbilt University Medical 
Center and others) may release your private health information to us, and that we may use any and all 
of your information that the study team believes it needs to conduct the study. Your private 
information may include things I earned from the procedures described in this consent form, as we 11 as 
information from your medical record (which may include information such as HIV status, drug, alcohol 
or STD treatment, genetic test results, or mental health treatment). 

The study results will be kept in your research record for at least six years after the study is finished. At 
that time, the research data that has not been put in your medical record will be kept for an unknown 
length of time. Any research data that has been put into your medical record will be kept for an 
unknown length of time. 

Who will see, use or share the information? 
The people who may request, receive or use your private health information include the researchers 
and their staff. Additionally, we may share your information with other people at Vanderbilt, for 
example if needed for you rel inical care or study oversight. By signingthis form, you give permission to 
the research team to share your information with others outside of Vanderbilt University Medical 
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Center. This may include the sponsor of the study and its agents or contractors, outside providers, study 
safety monitors, government agencies such as the Food and Drug Administration, National Institutes of 
Health, National Cancer Institute, other sites in the study, data managers and other agents and 
contractors used by the study team. We try to make sure that everyone who sees your information 
keeps it confidential, but we cannot guarantee that your information will not be shared with others. If 
your information is disclosed by your health care providers or the research team to others, federal and 
state confidentiality I aws may no I onge r protect it. 

Do you have to sign this Authorization? 
You do not have to sign this Authorization, but if you do not, you may not join the study. 

How long will your information be used or shared? 

Your Authorizationforthe collection, use, and sharing of your information does not expire. Additionally, 
you agree that your information may be used for similar or related future research studies. 

What if you change your mind? 

You may change your mind and cancel this Authorization at anytime. If you cancel, you must contact the 
Principal Investigator in writingto let them know by using the contact information provided in this consent 
form. Your cancellation wi 11 not affect information al ready collected in the study, or information that has 
already been shared with others before you cancelled your authorization. 

You have the right to see and copy the PHI we gather on you for as long as the study doctor or research 
site holds this data. To ensure the scientific quality of the research study, you will not be able to review 
some of your research data unti I after the research study is finished. 

If you decide not to take part in this research study, it will not affect your treatment, payment or 
enrollment in any health plans or affect your ability to get benefits. You will get a copy of this form 

after it is signed. 
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STATEMENT BY PERSON AGREEING TO BE IN THIS STUDY 

I have read this consent form and the research study has been explained to me verbally. All my 

questions have been answered, and I freely and voluntarily choose to take part in this study. 

Date Signature of patient/volunteer 

Consent obtained by: 

Date Signature 

Printed Name andTitle 

Th,sboxisfor p' ate of IRB Approval· 09/02/2022 
L--------------------, 

Institutional Review Board
IRB USE ONLY , 

Donoteditordelete j Date of Expiration: 02/02/2023 V VANDERBILT 

11 



Study Title: 

Version Date: 

VUMC Institutional Review Board 

Informed Consent Document for Research 

BRE 18108: A pilot of feasibility neoadjuvant study of a 2-week ketogenic diet in 
combination with letrozole to modulate Pl3Ksignaling in ER+ breast cancer 
20JUL.2022 Pl: Brent Rexer, MD, PhD 

Consent for Sample and Data Storage and Future Research 
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You are being asked to give any leftover blood and tissue samples for research. What we learn about 
you from this sample will not be put in your health record. Your test results will not be shared with you 
or your doctor. No one else (like a relative, boss,or insurance company) will be givenyourtest results. 

Up to three blood samples, totalingjustoverone tablespoon, will be drawn from a vein in your arm 
using a needle. This will not take additional time because it will happen while you are having your blood 
drawn during your scheduled appointments. Extra biopsy tis sue fromyour diagnosticbiopsy and from 
your surgery will be collected. This will not require any extra time for you. If your surgery is delayed or 
you decide to continue with additional non-surgical treatment (instead of having surgery) then a breast 
biopsy may happen. This biopsy will use ultrasound to guide the biopsy if that was used for your initial 
diagnostic biopsy. This will take around two hours of your ti me. 

Blood samples-You may feel bothered or pained from the needle stick. You may have a bruise or the 
site may get infected. It is rare , but some people faint. 

Biopsy samples-Having a biopsy may cause pain, bruising, bleeding, redness, low blood pressure, 
swelling, and/or infection at the site of the biopsy. An allergic reaction to the anesthetic may occur. A 
scar may form at the biopsy site. 

One risk of givingsamplesfor this research may be the release of yourname that could link you to the 
stored samples and/or the results of the tests run on your samples. 

To prevent this, these samples will be given a code. Only the study staff will know the code. The name 
that belongs to the code will be kept in a locked file or in a computer with a password. Only Dr. Re xer 
and his study staff wi 11 have access toyourname. 

Your samples will be kept for an unknown length of ti me (maybe years) forfuture research. The sample 
will be destroyed when it is no longer needed. 

Your samples may be used to make new products or tests. These may have value and may be developed 
and owned by the study staff, Vanderbi I t  University, Vanderbi It University Medical Center, and/or others. 
If this happens, there are no plans to provide money to you. 
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Your samples and information about you may be made available to others to use for research. To protect 
your privacy, we wi 11 not re I ease your name. 

You will not receive anybenefit as a result of the tests done on your samples. These tests may help us 
learn more about the causes, risks, treatments, or how to prevent this and other health problems. 

Giving samples for research is your free choice and you may be in the study even if you do not want your 
samples used or stored for future research. 

At any time, you may ask to have your sample destroyed. You should contact Dr. Brent Rexer or his 
studystaffa or in writing. Hismailingaddress is BrentRexer, MD, PhD.-

to have 
your sample destroyed and no longer used for research. We wi 11 not be able to destroy research data 
that has already been gathered usingyoursample. Also, if your identity was removed from the samples, 
we will not be able to locate and destroy them. 

There will be no costs to you for any of the tests done on your samples. You will not be paid for the use 
of your samples. 
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Please checkYes or Noto the questions below: 

My blood/tissue sample may be used for research. 

D Yes D No

My blood/tissue sample may be stored/shared for future research. 

D Yes D No 

My blood/tissue sample may be stored/shared forfuture rese arch for other health problems (such as 

cancer, heart disease, etc). 

D Yes D No 

Date: Signature: --------------- ----

L--------------------, 
Th,sboxisfor p' ate of IRB Approval· 09/02/2022 

IRB USE ONLY , 

Donoteditordelete j Date of Expiration: 02/02/2023 

Institutional Review Board 

V VANDERBILT

14 


